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polynucleotide, applicable in diagnosis and treatment of malignant - 
tumor, hemopathy, HTV infection, immunological diseases and 
various inflammations (Chn) 
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DETAILED DESCRIPTION 

INDEPENDENT CLAIMS are also included for the following: 

(1) an isolated polynucleotide which is any of (a)-(c): 

(a) a polynucleotide encoding a polypeptide of (II), or its fragment, 
analog or derivative; 

(b) a polynucleotide complementary to that in (a); or 

(c) a polynucleotide with < 70% homology to that in (a) or (b); 

(2) a recombinant vector containing an exogenous polynucleotide 
constructed from the above polynucleotide and a plasmid, virus 
vector-expressing vector, . 

(3) a genetically-modified host cell with an exogenous polynucleotide 
which is (a) or (b): 

(a) a host cell transformed or transduced with the vector; or 

(b) a host cell transformed or transduced witn tne poiynucieouae, 

(4) a process for producing the polypeptide; 

(5) an antibody thai Can bind specifically with the polypeptide; 

IWO200179429-A+ 


NOVELTY 

An isolated polypeptide of human nucleotide 10 guanine 
1 exchange factor contains an amino acid sequence (II) of 88 amino 
acids given in the specification or its fragment, analog or derivative. 




: : )) mimics or regulators of the polypeptide's activity or expression 
being compounds that can mimic, promote, antagonize or inhibit 
human nucleotide 10 guanine exchange factor; 

(7) application of the above compounds for regulation the 
polypeptide's in vivo and in vitro activity; 

(8) a method for detecting diseases relating to the polypeptide or 
disease susceptibility by measuring the expression dose of the 
polypeptide, or determining the polypeptide activity, or detecting 
the polypeptide expression dose caused by the polynucleotide that 
has abnormal activity due to polynucleotide mutation; and 

(9) drug compositions for diseases relating to the polypeptide 
containing the polypeptide, polynucleotide, mimics, agonists, 
antagonists, inhibitors and their preparations, which can be used as 
diagnostics as well. 

ACTIVITY 

Cytostatic; virucide; immunomodulator; antiinflammatory; 
hemostatic. 

No supporting data given. 
MECHANTSM OF ACTION 


USE 

The polypeptide and encoded polynucleotide are applicable in 
diagnosis and treatment of malignant tumor, hemopathy, HIV 
infection, immunological diseases and various inflammations. In 
addition, the polypeptide may be used for screening mimics, agonists, 
antagonists or inhibitors, or for use in peptide fingerprinting 
identification, while the polynucleotide may be used as primers for 
nucleic acid amplification reaction or as probes for hybridization 
reaction, or in producing gene chips or microarrays (all claimed). 

ADMINISTRATION 

Administration is non-oral, particularly by injection. 
No dosage details given. 

EXAMPLE 

Tests to determine the cloning of human nucleotide 10 guanine 
exchange factor by using human fetal RNA are described but no 
relevant results are given. 

TECHNOLOGY FOCUS 


None given in the source material. 
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Biotechnology - Preparation: The polypeptide may be produced by 
culturing the host cells before isolating the product (claimed). 
Preferred Polypeptide: The polypeptide is particularly one with < 95% 
homology to (II), especially one with an amino acid sequence of (II). 
Preferred Polynucleotide: Such polynucleotide encodes the 
polypeptide of (II) which particularly contains a sequence with bases 
2452-271 8, or bases 1 -3264, of (I) of 3264 base pairs. 
Preferred Compound: The compound is particularly a polynucleotide 
of (I) or antisense of its fragment. 
(34pp244 lDwgNo.0/2) 
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POLYNUCLEOTIDE ENCODING THE POLYPEPTIDE 

(54) m a4@*i:«h^ io mmsmzfrtozm^tit 

(57) Abstract: The present invention discloses a novel polypeptide, a human nucleotide 10 guanine exchange factor, the 
polynucleotide encoding the polypeptide and the method for producing the polypeptide by DNA recombinant technology. The 
invention also discloses the uses of the polypeptide in methods for treating various diseases, such as malignant tumour, 
hemopathy, HIV infection, immunological disease, and various inflammations, etc. The invention also discloses the agonists 
against the polypeptide and the therapeutic action thereof. The invention also discloses the uses of the polynucleotide encoding 
the human nucleotide 10 guanine exchange factor. 
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JpM5#0^ io, vx&^®,m!k$\P&%%L%n. 

RCC1 (Guanine Nucleotide Exchange Factors, GEFs) 

GDP/GTP SSfgl^ (GDP/GTP Exchange Factor) ] g-&Jtft#fiE 
£?&l&tfft. *^tt****flllll5«#*tt, ft£-b&p-t&#?J(p-repeat), 
#^!t/!^7s+^±£ftii«>. #J*Xtt'g# (tandem) .. 

.RCC1 *#Jj GDP/GTP-Ras . ^ftttXj, Bf#J|ftttt£^i(l 

RCC1 %M%r£l&] -ik( one side Ran£6 (Ras-1 ike GTP-binding 
protein) RCCl-Ran£$. 

Ras^a^^E^^.^^^ Ras#GTP8| Ras-GTPs, J% f <$3.% @^ GEFs 
*>**»$^SJ.H^ GDIs E*&. RCC1 #te##*«**S#H*--GBFs & 
*-6#Hfi&?(FjMH4^ft, £"it$L#$, GEFs Vav, Sos, Ras- 

GRF, C3G, Ost, NET1, RCC1, Tiam, Pam, Ect2 > Ral CDs if. + RCC1 

PRP20, SRM1; + B J1. ifc-gS-S tt3*f-ft*P&.40K 

±, £l»Jfertf*&»*#*#. &*tttffciI£GEFs*6tt rcci #|fe£ft* 

*i«A«l#M* GEFs fc*6tt###te.*RCCl GEFs 
**. %&%x % GEFsl2, ftPHta&Aftfttttt&tt^fe.- . 

1. 54HUtg*. &ttlilJfeJ|&Aft| S ffl.DNA *«. S « DNA */«£A 

£, 

2. #J5*M4HU», jH|«l!ili 

3. GTP »6*|fc&,, ^7&&<[4ft& GDP GTP, GTP # 



WO 01/79429 



I PCT/CNOl/00388 



J&> /ff* PMA+gft Ecv304 ggjfeft. PMA-$ Ecv304 L02 £gj& 

IH^AVf <#£&0-^ io. 

fctfS^Jfe ?5J.;|Bfc£SiH1*ka+lMt**tt*6, HJ5* 
«&J^#^&*imftAV£*£#®f- 10 £6, #JM* 
&&&##6ft&£&#?'J. *f A** #S#B> 10 &6*M£0ift#&-t!i 

km i tt 

*jftW«rj5-fe«r*ft^*<|^A* , »#s#Hf- 10 

*JtW»j5-^.HW**ft^*«^A*'i#a#Hf- 10 
*JtWW-^B*Sl*ilft^*A*Jtt#Jfc ■A**#S#.Hf' 10 

%m\* mm. 

MM 

****AHt£*tt*"*t. *^*t*A»ft. &*SEQIDNo. 
P7k%L&% SEQ ID NO: 2 *tHfc#fl|tt£flt. 
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'(a)H4ll*SEQ ID No. 2&;£$#?<J 

#££#*tt#>J*ifc&Tfitt-#: (a)^W SEQ ID NO: 1 + 
2452-2718 &ft#J»|; . ft (b)£#SEQ ID NO: 1 + 1-3264 # ft ##|. 

6*ttfi«»ft^#ft*.*, 
Will. 

ffli**^WA^*#5#a^iOJHiA4*#3:#Hf-i2ft*H*^*3fe 
iftfc&E. ±ffl*A4*4:§:#0?iOttjfcifca*«rffl, TS^A4^^S# 
S^i26ti^it#^S. 

ffl 2 ^gl^A^f 10 ^M^^l^MJK>fei3cS( SDS-PACE). 
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lift «*6Jt" ^***#ft**^F?!IR«*^«:Sfe*6lt 



4 
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A<V»£&0^ 10 £1ktokBL*fM*&WFflfrti. 

"C-T-G-A" -5r^S4«^>J "G-A-C-T" ft^.. 

«MiR*i*!i**AM**HH!l. .'' 

it^^^^W^^itii^^SA^W^T^fT*^ (Southern* 
« Northern ft ) &*±.tontbftfl&*kUW%+*>$*%- 

*Tffl *.f-#**&*Htt , ff *>i£iiMEGALIGNg# 
(Lasergene software package, DNASTAR, Inc. , Madison Wis. ) . MEGALIGN 
eff^«#^HW***Cluster*&ttWft*#iH'^^|(HiBgins, D. G. *P 
P.M. Sharp (1988) Gene 73: 237-244) . Cluster&ii i£#:£#r W 
JEft**ft#*l#*IAft. 

ffjiu^ff^gt^iEBSfltijag^ft- _ xl00 

i?^ M3$SSc - J* jij^ * ft pa^Sft -JfW* IHNIftSft X 

4^TBtil2iCluster*jft^*«*Jfl^W^r**»Jotun Hein $3£$$#?'J 
£f?]#*S|5|'l£'5"#^ (Hein J. , (1990) Methods in enzymology 183: 625-645) . 
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. "Afcfctt*" *#**t|i-ft^K«W<l**^M***<#^Att# 

>**'0rJB. "&fcttA4*#3L#@-J- 10" gftA^S'ttSfcEf- 10 

A^fifeffi#^6«i*6j»^fttt*^A'J|'«*S^S : f- 10. £*_t&tt#Jft£. 
*«*Pf#*l»*J«[J:tt/ c 44-.tt±f . AVf#5&g|^ 10 #Jft#ifc 

7 Sir — A^f#S#S^iO, £&*J:*i&seq ID 
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ft,. «TTGUt#**ffcft. ;Mtflft#tt^££#*'&&fc#ft¥ ft*,***. 

#£^&&&AJ« #.S4fS^ 10 fttf&, #£#f*o|IHW. 
■*#SfcB* 10 #HW44*';*?&***tttt^lt. *£$#ftft>i-&* 

******* (ttiiwjt*******) #j.*ft*****a* 

Mi************; (ID + 
*ft*J:«r*>h*H** , fe*H*ftl&*'*fi*; **"( III ) k#-.J(t. * 

Sk^; jft'4f (iv) AtttipMi;**^l«llkMA*#ftM-A«(| 
#flt/M (^#^^J^^^^^f^*^ftjib#^^^^J^S-6^^) . 
mi±**ftP8£,.&#fttf&> #44fe*****^***«**t*AJl*l*« 

■*JtW*ftT^*fi«rtt* (#«**) - ***IM**-SB.Q ID NO: 2. «; 
**#?!lfti^ft#$#*M#. *£$ft#$#*#*lfc& SEQ ID NO: 1 ft 
tt#*#*l. **«ft#tt#**AAJ&*k»ft cDNA ^'t'jt&ft. 
£ftj£$#*#y'J£-fc;& 3264 ^*, #*fft*€ 2452-2718 7 88 
£*. Jh#ftJSA**#£ftB* 12 

^li*flJ«A*'i#SftH?- 10 **A*»*S*H* 12 ftftfe 

*£Wft£&#*«£DNA$a££RNA#a. DNA J&jt,43,$£ cDNA, * 
011 DNA jftAX^Tftft DNA. DNA pf N*jMtft***«ft . DNA ?T.ft&|ft«$ 
***tt4*. ft4Aft*JJUW4K#*l?ttJ$ SEQ ID NO:l ff*tt«'*K 

*^#W*#*«*«***. "tt#ft*#fc" + 

SEQ ID NO: 2 ft£6j£## ft, SEQ ID NO: 1 0r*ft*^EL 
#«*ltjBlfttt*#*l. 

SEQ ID NO: 2 ft A&£fttt£# : ff*&&: **Jft»£lfcft*«&tf*l-; 
Jft**Jfctt«*ff«*#*llhfc*Mflal; J*»£ttft**tf*l (.#tt*fl*W 

•*» MM^ttft****" ££&£tt<Jh£tt*###**&£ifMp 
463*»/jfc#««*#*lft£tt£*. 

*£#i£*AJ:$#i*#tt#*ft£JM*, ^*^^*ife!H*#Hft«.* 
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4> 50%, fc&m mvitoink) . *ife««#*#A*7 B #*fi i "F**xw/>f 

l*5-f-5l^^ft'it5fiatT^^^i*iJtt, *P 0, 2xSSC, Q. l%SDS, 6<nC; j£ (2)&& 
Sbto/fl£tt*!l. *P 50%(v/v)fftK, 0. lHFicoll, 42t#; ■# 

(3)ft*i!f^iRttpi4l^i 95%^.Ji,)C^..97%^±N-^i(t4* 
^#*tt£#**U6«itt£flt-5 SEQ ID NO: 2 jff 

*tf 10 20-30 

50-60 100 ^tfft&^-ffcftttr 

"F: l)/B*Mt^&B&# cDNA ^&&ft&£HStt#tt#ft#*l, *P .2)* 

*j£Bjift DNA #ft#?j*ffiffiTfl#-fc&#: l)^*Hft DNA^J^^ DNA 

±i£&f'Jft#&'T 1 , ^A^Bft DNA /B. DNA #flltti'*fls#-6*j* 
*ft*ii^*^r*. ISt^ft^rftjl cDNA#*|ft£ft.>ft6#fttt cdna 

»#W**i|l«***Bi!lft*«^ mRNA «fr#&^, 

*i£&&fl<Qiagene). ffi^g cDNA X^-fe^iit^ (Sambrook, et al., 

Molecular Cloning, A Laboratory Manual, Cold Spring Harbor Laboratory. 
New York, 1989) . a£ "ST#2!|& Ji#J& $ cDNA X&> ft Clontech^ft^K cDNA 
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.^/Bf cDNA X^t^i|«^^g. 

Pfc-f): (l)DNA-DNA A DNA-RNA (2)#,t^@^i^iB«*^; (3)tJ 

ftA**#£fcHf: 10 ^.#**tt*f-;-(4)'i!SiA*#tt***^4fc** 

n*. 10 30 so 

ttf*. **f*$^ ioq Jkfls IM-tt-fc&*-t& 2000 

iooo >M* ib'Ah»f^^^#3t;^^*it«.WIIH' 

£3T(4)#;>r& + , fc«AJ*«f #5: #83- 10 XH*^^*^^*^* 

Western (ELISA) #. 

j£ /fl PCR & # # DNA/RNA ft # & (Saiki, et al. Science 

1985';230:1350-1354)|fcffel4fl^«#**«ft|tH. +'# ' 

f'J^-fcft cDNAN", ^■$&tiLM RACE & (RACE -cDNA *$ft&r4#&), ./fl-fPCR. 

ft^r^j*. ' ^ #*^r**»iiii*jR4*^'*^iftft* , "# ft dna/rna 

frJl0r£#Pjft*£»!/Jft£@, DNA ft&%®£&#$L%WM 

t%L%&1s> (Sanger et al. PNAS, 1977, 74: 5463-5467) $J 
ft. ^m^^^^^Hft-tk.HTffitii^^T^^^^. 3/7&#£*ft cDNA 

tJ^f^t^. -cDNA 
-fcft cDNA^^iJ. 

+ , «*»A**#£-fcH?- 10 ft###$#?'jT«Afi.ltfr+, 

T7 ^f-fti&afcljfr (Rosenberg, et al. Gene, 1987, 56:125); &■$ 
?L^#^J5l + ^3i^ pMSXND J:^t^(Lee and Nathans, J Bio Chera. 
263: 3521, im) + &*kffl K**b 
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#. 

DNA JJ5 ^^£ft4t4t/«#fl«L7D#ftA^'*#>. &*#&&&ft*r;t£ DNA 
tt*»-DNA^A#[*, ftrt£*l&7|t# (Sambroook, et.al. Molecular Cloning, 
a Laboiatoiy Manual, Cold Spring Harbor Laboratory. New York, 1989). 

fcS£#f-.ftft*H£«-f-*: AJitf&ft lac * trp Xfcfcfrtt PL 

cmv i:gpJf$£#^.HSV $#$fi|jg#^ 

'ft» SV40 Jg#*-, LTRs l&TTft*i&B£*ttln 

+ ft#*ft:SUt». *Sf-*DNA'*^ftliA#^Hf-. *t^ft*ioai 300 

ioo fij 270 >h**xtft SV40 JtSSf-, <E**IAi&Aft»-#lft#* 

*a?K*ft*#j|'a7-«. 

(GFP), jfc^A^tff ttHJf**«,^'t#*tttt*. 

ft«#^r#ft*#*A#i*i*. tt#jft***£tttf*bfttfi*fM&*BX 
■Sft£±£flJI&. #«■ "^±M" ffffftdiljfe, 

S2j£Sf9; 5*#!»*P CHO. COS i& Bowes &£«£fllfe$. 
#*£<fl#r#ft PNA #*|***jff*fc DNA JMttftft«fMtft*±*MW 
«*****AA»*iftt****tf. **±*#*44fc*i**tt*i*, ft 
dna ^^^^&]^»r^E^^^^^^'Bc^, ^ CaCi,*Aa. BfMQ*X 
^T#&&tt£/fl M g ci 2 . #fc&-q78**3Ltt 
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Tt&fttoTto DNA^^^T^: 

M&AVf 10. (Science, 1984; 224: 1431). -&&#,#&T# 
U))fl*]fcWtt«4A A***S#Hf- 10 ftj««0££#ft), * 
■(2)<E««f#.#*+.##*±tt*; ' . 

■<3)A*#**^fc+£*. JfefcMM,, 

***ji*r (hplc) ^A'g^H'M JR#f tt*A3iL#^r 
JT, ft*, ^3ft«r*tt#*. fr.h*fc££, hiv 

RCCl ^^•f^SHBf- (Guanine Nucleotide Exchange Factors, GEFs) 
GDP/GTP (GDP/GTP Exchange Factor) ] 

tkafttfft-. **tt***#fllilE**^tt, fcfc-fcfip-tfcflaKp-repoat). 
*>lJt*«^+^4*tt*«."#J*'Wft.\*J***#* (tandem) . 
RCCl ''GDP/GTP-Ras g^ttlfe*. 0 &mH1*fr$LM $ 

RCCl %% 7 §: > & &3—i$L( one side )-^ Rang-6 (Ras-1 ike GTP-binding 
protein) RCCl-Ran 

J&f-frSfcHf-GBFs * Ras#££0&«;&^jEJic;&. RCCl 
iftJI^'f^SftBf' GEFs **6*lfltt?&tttt^ft.. #7^£iiE£ GEFs £ 
6$ RCCl aflfegft**;^**. RCCl ^SG^Jg GDP/GTP-Ras &^6*J 



ii 



WO 01/79429 



PCT/CNOl/00388 



&#Mi&#jJM: ftttftjft. ^TtJl^*. ii. 

MiKnAit. *fiMi» f-Ttw .. 

##t> 4J*». iMf - Aif&&* A*« A^ttftft 

&*'|43^> ?l>^. Down 

it* . 
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■ffi*«ltt6&#iT. #^3L^#iffljM£i£A4 l f •ttSftE^ 10 
*#M&**. A**#i'ftH* 10 titttt*^ft£A4*#£ft.Bf - 10 

#. -jftj&^A* , »#s:#H : f-io^-y-ate#i£.- 

7tfrtA**#S#H* io-&**£*ttttfr. 

jfrfcfctt*. Fab #JMp Fab 

fc£*J#. tl*A4'f#S$B*- 10 M^AI^^^IIf*^ 
$&7MKohler and Mil stein. Nature, 1975, 256:495-497), 3-M&fc> A B- 
ftUfe*****, EBV-& #Ate&Kfr#A*tt^$E££tt* 

(Morrison et al , PNAS, 1985, 81: 6851) . 
ttdk/*j£$£ftfrtt&;|t(U.S. Pat No. 4946778) ^pr^^^^^A^f 

Hf-iofiSJMItt*. 

*t^A4f io. 

5A4*#SfcH* 10 ^»4*Bttt**?r^*ltttHft##«:-, ft 
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a<lf)*tft^'---ift3t#«l^r*JI^3t**«jW*i SPDP, 
5#0^-lOP0<|4ftirt. 

\*Jfe«$*&&*#;£fcfc*AJ&*#£fcBf- io ;M L ftWi£&#&. 

&&tf#£*«jft&*P&, FISH *Ufr + 0Hfc 

«ftA^1 #£#0-?- 10**.. «/fl###A£ #03- 10 
* + 6*1 ^tt^ffi^^^A^"I#£#@i L 10 ^f^^I 

Jtt<f5*#t. taWiH56^**(*i*#**)^«:i1-fflf--*. 
3fe*#»A4.»#S#Hf- io, K#l*rt»ttttA**#S#'B* io 

-'3H , **«A4*#2'#Hf- io ?reut*tttt» fc*TflMMfr**!i 
^WA^"i#S#0-^ io, A?J5T**Aft**. tefc£flr*fc*Stt. 0 
j^tfitt*Bi&ff*ttTT/fl-f -#a#Hf- io *£**tt#*0r* 

Jfe&$*#« ^^^##-5T^^#H^A^f #£#B* 10 

smifert. H^A^* #S#0f- io Mi^flKitlMI^ 

^^^JtL^&^^M(Sambrook,et al.). iS^tfttt^A^f #£#Bf- 10 

#ffJA^ p I*a^0^ 10 mRNA RNA *P DNAHX## 

$«#£«>Bg]3:[*). ftBIA-fttttt^tt^NM^ RNA RNA^, 
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ft RNA #P DNA &&S|Tpi&tfftftfl" RNA jft DNA *>@**«ft 
ftft#^A*^J**tt#.<'^tt* &r ££Jfl . RNA ^TT3|'k*^* RNA 
ft DNA#?i|£ft#j£fcrt#£&#. DNAjf^iJ&^I'Jt.frft RNA 

«*A4*#S#.B-J\.io tt#*#*^S^J|A4*#£*Bf- 10 ft# 
&£^ft«. I6«5AJ%*#5l*H-T- '10 ft#-tt#*^-f^*A**#S 
#Bf- 10 ft*afcJ^jfc&&^|*&TAJ***5#E-?- 10 &#t'*aiL. 
^A^"l4S#Sf- 10 ft DNA ^^^■fxt**#*iftfi : **e(«»fA4 , i 
10 ft^ft^L. &&&;ft>&& Southern Northern 

(Microarray)]£ DNA M £0&#" )Jl, flj^tfttfct&Bfcll 

**fc£tf#*B*tf. /3A*»I#SfcB*- 10 ##ft3l#o£*f RNA-M^ 
(RT-PCR)fr^rJt-lb?r*«|AJ*«»#i^Bf- 10 ft##J*4*. 
^*A**#3L«H^ io'4fcB#***'^/8fi*tfAVlJ#£#B* 10 
*£ft£^. AVf#5&0f- 10 &$ft0£&£#jEf Sf£SlA£ l £ 
#Hf- io dna #?'J;fetkft£££, 8>$l* Mk* tfc*»#'6ft'ft#t#. ^ 

$&#ft&**p Southern E«&, DNA^^J^^f, PCR 

■fc£#*Tfe»«G§r&tt*ifc/ Northern Westernjp$& 

*B**tf*B****. 

M ft^-#lfc^#^#DNA^^^i^^^#L±. 

^ftt, *#cDNA#i*PCR3l4fr(ffcifel5-35bp), Wtt#*J£te/f 
frJ:. #3t#5l*^^PCRf i|^*Alft4*«frl8JMS*^l9ft. * 

*»ft^**Jfif- 3l^ftA£@ft&£&J3&£/ c £rJrft#&. 

#.«&£*fflJ!&ftPCR)t&&, £#DNA)t&Pj£fl^£ftfttfc&#$fc'. ft 
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cDNA#. 

. #cdna£em +»iife'fe*iftff^**iS[** (fish) , *r K£->M>*+*fr 

flUlll aft ft lfc&##J*£i£, #J\LVerma#, Human Chromosomes: a 
Manual of Basic Techniques, Pergamon Press, New York (1988). 

• • : ~&Xrt&%ft$#*$&&k&!L, •&fifl&&ib1l±.!b tomtit 

&<£&||lTjiL^V.Mckusick,Mendelian Inheritance 
in Man (pf if it ^ Johns Hopkins University Welch Medical Library$#l|£ 

i^^^®^^ii^^#20kb^-a^-^EK 
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M &)8t$,&#*P Sambrook $A, ^£ir: .*fc*WKNew York: 
Cold Spring Harbor Laboratory Press, 1989) +^f^tt*#, # Sr HiUM a£ r 

/B #***»/#/*#- jfrfc#l*AJfe*&RNA. $Quik mRNA Isolation Kit 
(Qiegene A^fi ) A&RNA + ^&poly (A) mRNA. 2ug. poly(A) mRNA*2i£$#f: 
$J#cDNA../g Smart cDNAj&|i:i*#]£( J$ g Clontech )#cDNA# &£fc#Af"JpBSK (+) 
^(Clontech^^^p^)^^^^, |fftDH5oc, &&$$cDNA*;£. $Dye 
terminate cycle reaction sequencing kit (Perkin-Elmer^^J/^ S) faABI 377 

X H H & * tt*#DKA# * ( Genebank ) Hft ' + 

0448c09l$cDNA#?>j^|fr#jDNA. &a±£#-£ #| 51 4M***0r£tt#AcDliAM: ' 
RatfT^I*JtU^. ftJMfcfl. O448cO?^ft^6*f^"fecDNAjtj3264bp(ift0SeqIDNO:l 
#T*0 , A#2452bp£2718bp#-^266bpft#;&K|&li& (ORF) , 
ft£6Jt (*>Seq ID NO: 2fft%) . &ffl#jbfcBM>-4 #pBS-0448c09, 

/HJftftfeflfc&RNAAftfc, l^oligo-dT^5|^M^#^a^cDNA,ffi 
Qiagene^^j^^,fflT^J5l#I^PCRrJt: 

Primerl: 5'- GTATTAGAAAAGAAGAAAGATTGA-3' (SEQ ID NO: 3) 
Primer2: 5'- GGTTTTCAATTACTTTATTTTAGA-3' (SEQ ID NO: 4) 
Primerl^ft-f SEQ ID NO: ltt5'jfttt£lbptf&ftjEfi#*|; 
Primer2;%SEQ ID NO: lft + ^'S^Rfc/^'J. . 

r$&j2tft&#: £50 M + ^#50mmol/L KCl,10mmol/L 

Tris-HCl,pH8. 5,1. 5mmol/L MgCl 2 , 200 » mol/L dNTP, i0pmol5|&, lU#|Taq DNA 
M^§l(Clontech4 v ^/ c P P P ). ^EPE960.0MDNA^#if^(Perkin-Elmer^Pl)±^T 
? , 1&WR&.25^MM: 94°C 30sec; 55°C 30sec; 72°C 2min. £RT-PCR#E 
P-8ctin^WttXj-jasfD«<L$6*MttXt!S. r*j*4fr/8QIAGEN&3tti**!l*# 
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£&i*#]&£&fiJpCR#fti: (Inyitrogen^/^ ) . DNA# 9\frftg&&vftVCK 
>.#^DNA^?'J^SEQ ID NO: l//r##l-3264bp££;f@^. 

$$i#|3 Northern Ep^^^A^f-#S#0^1.OSEl^^: 
$--#&&:&&RNA[Anal. Biochem 1987, 162,156-159]. i£&&&$'&3iL 
f.&tt#Sfr-*.##ll. Bp^4M^#.M-25raM^m^, 0.2M^^ ( pH4. 0 ) 
■^msm^-^>^%W^m/S^^tM^m (49: I') , 

&{B*MBj§, iPA#Pff| (0.8ft#) ##5S^#^^#fjRNA7%^„ # 
tfUj^RNAE^TO^L^^^, ^M#$f-*+„ Jfl20*i.g RNA, £^20mM3-(N- 
p 4#ft (pH7. 0) -SmML^^-lmM EDTA-2. 2Mf &lHjl. 2%«#MJK±^ 

lftDNA&#. M^^DNA^t^Sl^^^PCRrJt^A^^#S#@f-10^^E^ 
?'J (2452bp£2718bp) .• #32P-#i&#j&# ( ^2 x 10 6 cpm/ml ) 7RNA#J*« 
^*^-M+^42°C^^ii^, i^^^^50%f @feJK-25mMKH 2 P0 4 ( pH7. 4 ) 
-5xSSC-5xDenhardt's^^^200 pg/raHi^DNA„ #iiSM£l x SSC- 

0.1%SDS + ^55°e&30min. ^Phosphor Imageri$fT&#r*>&*. 

Primer 3: 5'-CCCCATATGATGAATAATGGGGTCCTTCAGGAA-3' ( Seq ID No: 5 ) 
Primer4: 5'-CATGGATCCTTAAACAAGTTTCAGGTAATAGTA-3' ( Seq ID No: 6 ) 

#» 3' -i| ft 1 49 , Ndel $i BamHI l^t^lfl^l M & pET- 
28b(+) (Novagen^j% p p, Cat. No. 69865. 3) _tfti&&tt 

@^^0^pBS-O448cO9H|i^^, afcfrPCR&jgt. PCR&£&#;ft: &fr$S0ji 
l«f , ^pBS-0448c09^^10pg < 3l#/Primer-3^PPrimer-4^J8!]^10pmoK Advantage 
polymerase Mix (Clontech^j^fi ) 1 n 1. 94°C 20s, 60°C 30s, 68°C 

2 rain,^25>M|if 0 JpdelfrBamHI^ftrit^^M&pBT^g (+) a&ffjR*#, 

(&&&30»ig/ml) ftLBW*#it&£, $ligPCR#&#:&PB<|£ 
#$*T*#. »#?'JiE$#jPB&;£ii: ( P ET-0448c09 ) . fllMfc43fc#*fi ' 
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J* JM*4fc *®tti&BL21 (DE3) plySs (Novagen^ /* fi) . ' * ( &*2fc3<) 

Mg/ml) WtBj8L^***+., ^±fBL21 ( P ET-0448c09 ) £37°Ci£#£*f 

i/PAIPTGg^^lmmol/L, &£%£5*ti. J^fclUf ft. 
Hf^ftAJ:**, ^tl^6^«I^^ (6His-Tag)it^^^^ji^His. Bind Quick 
Cartridge (Novagen^fl^fi ) ^fi^tf, *f!l 7&fttt @ A** #5.*! 

Hf-10. &SDS-PAGEfe&, £l0kDa##fiJ-#-ft&#.(@2) . 
MPVDFJK Ji^Edams^^ftN-^^^^^'J^^, MMH3+ft£*5SEQ ID 

£&0!)5 ftA«&*#i#B^ioftft.tt; <t £ 

« # ( PB4M> & ) A^ B f-l 04##& ft # &: 

NH2-Me t-Asn-Asn-G 1 y-Va 1-Leu-G 1 n-G 1 u-Va 1 -G 1 y-Il e-Phe-A 1 a-Phe-Ser-COOH 
(SEQ ID NO: 7). J§M*Xiifr + Mllttt&m+&A&+ % * 

Avrameas.et al. Immunochemistry, 1969; 6: 43. JU 4mg_Li£iL3$:3r 6 
0&X4'*1fi±.&&**i&MX&*jl, 15X£ffJSJLftff£#IM^**:f. 

*ii3* + ^*AlgC. ^^^^^i l ^^# ( ^1t^Sepharose4Bi±Ji, 
fllfc. *i^«*4f^T4l^ra**WiE#aiR**|3SAiRft"4gBft* cDNA 

*^M^@^^A*^BJ^#^t^SEQ ID NO:. 1 + «Bi^i£ftS^# 

.^ft^JH^I^S^^^t^yJ. i£JI££;m&£Ml«&, Southern £p 
it*. Northern fp&tiifrX » fcffl*P7!:##$tt###&#fi B & 
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ft*^*jfe<W«^*«SEQ ID NO: 1 #nA£^4^M>fft; 

■4tm&5*&m<0>m& sn id no? i<®fi&mr&>%m&ft&. 

A*ifeW«l#tt#ft'sBQ ID NO: 1 + 

1, *4hA^ftit*IB* 18-50 

2, CC>ft*30%-7W, AitW##^tt**Jt*i; 

3, *^rt#Jft*S#K*; 

#^^M^JS'J^^*W^'JE^ (Bp SEQ ID NO: 1) &fc»tt4l0&# 
A; 

m 1 (probel), *-f*-*H*4|-, ^ SEQ ID NO: 1 ft£B#&££H* 
&S#(41Nt): 

5'-TGAATAATGGGGTCCTTCAGGAAGTTGGAATTTTTGCCTTC-3' ( SEQ ID NO: 8 ) 
&4f 2 (probe2), Jl-f *Z.|MMh ft^'f- SEQ ID NO: 1 ttH0#&#& 
5#>m&#&&$#?'J MlNt): 

5'-TGAATAATGGGGTCCTTCAGCAAGTTGGAATTTTTGCCTTC-3' ( SEQ ID NO: 9 ) 

jft: DNA PROBES G. H. Kel ler; M. M. Manak; Stockton Press, 1989 (USA) VX&JLt 
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1, Mr##*#a&' + &JfcDNA ' 

(PBS) tt*m + . «Jl7J**^ttfi««A^^ ** + &#»ft#a». 2) 
ft lOOOg 10 3).^4^*fti+* (0.25mol/L l#;25mmol/L 

Tris-HCi,pH7.5; 25mmol/L NaCl; 25nunol/L MgClj ) ( kti 10ml/g ). 4) 

4 4°C ffit^^^^jt^Kta^**, jLSa***^«4. 5) lOOOg 
10##. 6) fflt-££njfeft& (#0. lg ftlaa&ftftjp l-5al ), #& 1000gffi^ 
io 7) mt^fM^ (#0.1g»m^#SilPlml), i»^*WT. 

2, DNAft£ttttJl& 

■>*: 1 ) /fl 1-1 0ml * PBS 1000g frifc 10 2) /fl*Jnjfc&# 

ttf ***ft&ftiBjfc ( 1 x 10 8 gajfe/ml ) lOOul fiftt^. 3) > SDS 

i%, fr*£!*4B*4:t# sds l^iiPAiiJ^j3feE^+, M^fc* 

&-A*#*>io 7 iniifeN-#«irt. 4) 

«6Sf K 200ug/inl. 5 ) 50°C 1 37°C 

6) tfr: ( 25: 24: 1 ) 10 ^ 

#. il«£j|t^, 5«t#^ff*^. 7) 8.)fl$** 

*J*#(24: 1)#H, ««10^#. 9 DMA '& 

£$*TDNA'ttiMtfPZ.*JL*iL. 

3, - DNAttftfltfp&ftftft 

1) # 1/10 ^ 2mol/L 6g$$*P 2 lOWi**^ DNA 

+ , a^. £-20°C #1. 1 /M«ii£. 2) 10 3) **V*iB**ilBZ, 

4) $ 705^^ 500111 $&5 fr$. 5) M % aiB**liBZ,». /8 

500ul 5 6) ^ifcftlBjMilBZ.*, M-£ B l**fcJi 

aaft**z,#*&. seit* 10-15 ftfeu&*#*.-&*?*ft% 

7) ma^tt wiA jt«. tt$a* 

««a/8*tf"fcft, Htfa$IN#*»TE, a-frSDNA*^**. # l-5xl0 6 &IJi^ 

8) # RNA ^ A iiPflJ DNAj&a+, 1*-*^^ lOOug/ml, 37°C ftffl 30 9) 
jpA SDS p£&m K, ^^MJ^J 0. 5%^o lOOug/ml. 37°C fta 30 10) 
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tff tft: %m ( 25: 24: 1 ) Sf^ .10 11) 

>B #/$H(24: 1 ).■!*#*, • *"if i0 -12 > 

/.K^iH^M!, 1/10 2mol/L ffttftjfp 2. 5 fr&^ZJ*. JR^4-20°C 1 * 
13) # 70%£1$# lOOXiH&fcEifc, S^*, tt^$> itaW*.-3-6 

14) «^ A 2i0 ^PA 2l0 W#«|DNA^^^*. 15) ^M^#^f-20°C„ 
tMEttttfr: 

1) & 4*2 &$g**ttiR**r&*M (NC ft), $#g££J:gg#ai 

3 ) 1-f SMitf 0. lmol/L NaOH, 1. 5raol/L NaCl ftat&_L 5 ( ), 
Wf-l-f 0. 5mol/L Tris-HCl (pH7. 0), 3mol/L NaCl 5 ( f5§ 

*). 

mm* 

1 ) 3MlProbe (0. 10D/10m1), ApA 2 ji IKinase ft^jjjL, 8-10 uCi y-"P- 
dATP+2U Kinase, W#;&p£*Mfc$ 20 n 1. 

2) 371C fa%L2/hrt, 

3) j/P 1/5 (BPB). 

4) iiSephadex G-50&. 

5) $*»P-Probo*Ib*?P^*|r-4-(^ 'Monitor'**). 

6) 5*/f , fc* 10-15*. 

7 ) fl**R*W**Rlfc**. 

8 ) £#*-4ttfc**£RJ#0r» "P-Probe ( **r M P- 

dATP ). 

' 

H^ + ,ApA 3-1 Omg 10xDenhardfs;6xSSC, 0. lmg/ml 

CT'DNA (^4-/WttDNA)). "##«PJ&, 68°C *M 2 /Mtf . 

ttS*r«**-A. *iA«J*»««^, ##«PJ&", 42-C 
&M: 
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'l) *me,#2fc#tt#it. 

2 ) 2xSSC, 0. 1%SDS + , 40°C ft 15 ^# ( 2 # ). 

3) 0.1xSSC, 0.1XSDS-+, 40°CJjfel5^# (2^). 

4) 0. lxSSC, 0. 1%SDS+, 55°C & 30 ( 2 * ), . ' 

1) *tB&**#tt#M. 

2) 2xSSC, 0. 1%SDS +, 37°C ft 15 3Ht (2 #). . 

3 ) 0. lxSSC, 0. 1%SDS 4" , 37°C ft 15 ( 2 & ). 

4)0. lxSSC, 0. 1%SDS+, 40°C jfcl5&# (2&),- SJMfc-f. 

^7o°c, x-jtem* (ffi*-i*fi###*«*itttMifAx' 

$ife#!l 7 DNA Microarray 

£B.#>|-#4fcB«tfeft (DNA Microarray) * Btfifr#B*&&£*>**!l« 

3>fE dna ffl-f*B&tf-&*fl-f Mtf%liB^IH; 
««B4Mftll'«flt«^if«B; *nt^tt#k*. ***** 

&#£#r*fci£, *D *T#fllXft DeRisi, J. L. , Lyer, V. &Brown, P. 0. 
(1997) Science278, 680-686. &XW, Hel le, R. A. , Schema, M. , Cha i, A. , Shalom, D. , 
(1997) PNAS 94: 2150-2155. 

(-) m 

£#;f|Bj#j££ cDNA &if 4000 4k&9L$WFnft%to DNA, *+<&&**« 
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500ng/ul ffl Cartesian 7500 £#$($111® Cartesian ,^>ft# 

2. 0.2%SDS 1 

3. ddH 2 0ft&M#. 

4. NaBH 4 #flj 5##; 

5. 95°C*+2^; 

6. 0. 2KSDS 1 

7. ddH 2 0 

8. *iS 25°C^#-fBt^#ffl. 
( - ) &4{-#i£ 

$|&mRNA, Oligotex mRNA Midi Kit(M QiaGen *feft mRNA, j£at&# 
ifc&fll ft^Ofci**! Cy3dUTP(5-Araino-propargyl-2-deoxyuridine 5--triphate 
coupled to Cy3 fluorescent dye, Amersham Phamacia Biotech 

AfMtefi&tt mRNA, /fl^7ti£3Pj Cy5dUTP(5-Amino-propargyl-2-deoxyuridine 
5 ( -triphate coupled to Cy5 fluorescent dye, Amersham Phamacia Biotech 

Schena.M. , Shalon, D. , Heller, R. (1996) Proc. Natl. Acad. Sci. USA. Vol. 93: 10614-10619. 
Schena.M. , Shalon, Dari. , Davis, R. W. (1995) Science. 270. (20) : 467-480. 
(=)&£ 

&*]ft*g'KJiWftaa«^4^&)i-^££ UniHyb™ Hybridization 
Solution (ft g TeleChem A3)ife£* + $*T#& 16 SSUB&fcifcO* 
SSC,0.2%SDS) ScanArray 3000 (^gH® General Scanning 'A 

n ) &fT#$> Imagene (MS Biodiscovery &n ) 

NJl#MM*JU&* #«$)^ ft** #^ 

Jft* ¥#0* Jff* PMA+$Ecv304*fflJ&#, PMA- $Ecv304ifflJ&^ &4flto.tk 
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1» -#£*^.#0t-A**#S#H : J-'!O, #4M££f-fc/&'Mr: SEQ ID 

«,*&#>J&#-5 SEQ ID N0:2#r*ft&£&#?'m^ . 95* W 

3, *P 2 >3fctt#flt, SEQ ID NO: 2 

ttfl£*#altt#JK. .. 

(a) £«&A#SEQ ID N0:2J»*.i.|t*^j>JW^.tt**^ft» &fcl4fr» ft 

(b) J|#*#ft (a) S*M*##**;.« 

'(c) ^ (a) « (b) 70%4flRtttt.£##flt. . 

^frSEQ ID NO:'2j9r**UU^?jtt>ti^*. 

% SEQ ID NO: 1 + 2452-2718 & ft/* fllljfc SEQ ID NO: 1 + 1-3264 ##!#?!|. 
■fit*.. 

. (b) 4-6 +^fi-^'J^*^^#^ : g : ^#^^#-| i ^^i^ 

*. • ■ 

i£#&&£: 

(a) &jfc&A41(#£*B7- 10 &#T, 8 MftXfift 

(b) A*#* + ^*jB**AJ%*#a4IH^io*tt«»^tt. 

io. -#tt^^Jlit^^Wtt*,*#4iE^f-J^5£«i#*ttJ5AJ%'»#a# 
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12, i*l^|jf* 11 #r*£ftft£&, #4#&£f"fe* SEQ ID N0:1 0r*ft 

13, -ft***** 11 Jfffcfc-HlrttJiUB, *^4E<E-f**ft-fr*«-fll 
¥ A4 € #S #® ^ 10 « » "li ft * * . 

14, &$|** 1-3 +ftft-*t^j**J?fifc#ft**«l**** 

)fl^* ! &A**#£#H* 10 tt**t*. ft?**].. 

17, 1-6 A 11 + ttft-fc*J£#0M£tt#Ift* #tt*flfc*ft 

^#MMi^^^«jt^i5^±^^^ftt#ia^^^^^^^^^A^'f 

18, &*m# 1-6 11 + ttfc-fc#J**.0fifcfc£lfc, ******* 
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& 2 1 * 

(Hi)#*m@:9 
(2)SEQ ID' NO: 

<i>-**HME 

(A) -fe£: 3264bp 

(B) HSl: 

(C) 4tft: 

UD^JHH: cDNA 
(xi)#?!|$i£: SEQ ID NO: 1: 
1 GTATTAGAAAAGAAGAAACATTGACACTTGATGACTATAAAATATTTGTTAGGACTTCAA 
61 ATTATTAAAGAGtCTATTTATTGAATTTACACATTTAATCATGATCTTTACAGAAAAGAA 
1 2 1 CATGTTATTCGTATTTTGCTAATATCAACTGCATGG ATTA AAGTAGTCCCTCCATACATG 
181 GGGAAGTGTTTGGAGCAAAGAGATGAACAGTTTGTCTGAAACAAACACAG AGCACTCCAT 

2 4 1 CAAAATTTACCTGATCTTTGTG ATTAGA ACAG AACAATTCTATTTGCATGTTTCTCTATC 

3 0 1 TG AATATTCTGTGACA AA AAGTTAAG ATTCTTGGGCAG AATATTTAAATTGGTCAGTCAG 
361 GTAGAAGATACATGTGTGATATAGAAAAATAATGCCTCTCCTGCTGCCATCCGTTTCCCT 
421 CATATATTTTGGACAAGATTTATATGGACAAAATTAAGTCTTTAAAATTTAGGCACTTTA 
481 AGGAGAACTAATAACTTTTTCCATGTATCAAGATTATGAGGTTAAAAATAATGTGGTTTT 
5 4 1 ATATAGCATAGTGGTTTTATTTTGTTAGTTATTTTTAAAGGAGAAGAAATGTTACTTTTT 
601 AACTTTATACTCAGTTGCATTATCATAAAATTTTCATATATGCCTAGATAATGGGGAAAA 
661 AAAGTCTTGTGATTGACTTTCGCAAAATAAACAGGATTTACTGAGTAGAGGTTTCAGCCC 
721 ATTCCTTGGAATACTAACAGGTATTTCATCAGTCATTGTAGGTTGGGAAGGGTCTCTGTT 
781 AATCCTACTCTGCTTTAGCCAGAATAGCCTAGTATTTTATTTCTATTTTATATATTGAGA 
841 TTTCTTCTAACATTTCCTTTGATAAAAATCTTCTGCTTTTTGAAAAGTGGTATGTATCAT 
901 ATTTTTATGTTTCTGGTGTCTGAACTTTATCGTAACTTCTACTCTAGAATACGTACGTAT 
961 GCACCCACAGACACACACACTTTATTGACACATCTATTATGTAATGCTGTAGACCTGTCC 



l 



WO 01/79429 



PCT/CN01/00388 



1 021 gtgtctgcttcataaggagtaacgactgacattagcatgtccagtgacaagtcacatccg 
1081 gtctaaaaaaaagagatcagccagttaccttctccattgtcttagttctgtcacccattt 
1141 cgtcaagtgacctctcatcttctataaactaatacagcaattctttccaaagcaatgtct 
1201 aaaaactcttttttttaaagtaacagtttggtatgtttattgtagataaattatttttga 
1261 ggccttcattttagctaagtttagaatttatattaggcaactatgatttgagtggttatt 
1321 cattgagtaattttccactataaagaattttattgaacatttattaaaaaataatgtaat 
1381 gcatggtcaaaaaatatgtaattcatggtctggacactgacgttgtttagggatttagtc 
1441 atcaaggacagccctctgttgtttctaatgccgtactaatcaagactgtatggacacttg 
1501 catctta agtacta agg aattactagtgattgttttattttatccatgtactcttttagt 
1561 atttaataattaaatacctattcttagtgtttgacactccatatttcttttttttggaaa 
1621 tgaaacaaatatgcagtccaaaattcaggaactactagagtgaaatgatattaagtggaa 
1681 accagagataaatgctgttaatttaacaagtagattcttctccaaagaatgatgagtgat' 
1741 tcttgggaagataaatgttaatgttcccaatagtcaagcttgttttgcagtagtgaaaag 
1801 cttaGatgagtacggatacctcatttgaaactcagcctagtaaggaagtgaaaacttagc 
1861 agtcagtgacatggggaaatagttatagaaaatgtcactgaattttttcatatttataat 
1921 tagtcatttac atatttttgtcttgttg atcattacctgta aatg aa ag accttaatagg 
1981 aaaaaaagagtaaagctcagtgtgaatgcaaacatccacaaaatatgatcttcgtttata 
2041 ttctgtgatgttgtttataaatgaatgcctcagttctctgctacccttttcacagctttg 
2101 tactgtttgccttatattctatttgtgcttttaaagtgtgtctgttgggaaaacaaaatg 
2161 tgtaggtggtttgtaagtg aata atttttatttcttcttgtattaaa attttgttttttt 
2221 ctctactttgggagatgtttatttacattgtcagactattcacaaaacagattctaaaat 
2281 ttgtttgctcgtatgctgttcccttcaatgtgatatcagagattactatgaatgttagtt 
2341 tcattccgtgaaacattacttccatataaagacagatctcttaataagtgaatctagtgg 
2401 aagaacataggtatcattctaattccatggtaaattttgtcatgattctatatgaataat 
2461 ggggtccttcaggaagttggaatttttgccttctcttttaattgcagtgaagttctcttt 
2521 ataacttctaaaattcggaattctagatccttgcttttgcagaatttggtgctcagacaa 
2581 tatttaagg acatttcagcg ag acaaagtgcatgtttttatcg agtaccctgtgcaccac 
2641 attatatctggcaattctttttgtttcattatgtgcatcaatatttttctcagctactat 
2701 tacctgaaacttgtttaacatgtattagacctagaattttcattttctttctcacatagt 
2761 tgcttcctggtatctcatttagaaataacatttaaatgccaagtatctcggggattgaag 
2821 gaaccctctatatgagcaggtgaattagcactactgtttttgtttagtcgatattgttag 
2881 tg actttttgtgtgtgttttgctttcgg acctttttattttggtgttgcaaa aagtaaca 
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2941 TATTTTCATCATTGCTTCATACGACATGGACTTAGGACAGGGAAAAATCATTCAACACTC 
3001 CTTATGCATTAAATGATCAAATAAACCAGTGTACGATATTAAGACTATCAATTGGTGGGA 
3061 TTAGGCTTGACATTTTATTTTTATAAATATATATTTTTTCTGAATGTGTCTGAGTCCAAG 
3121 AGTGGGCAAAAAATAATTTTCTACTTTGGACTAATCTATAG AGGTTTTTGAAAGTCTGCA 
3181 TTACTAACTTGTTGAATTCATGATATTCTGCCTATGGCACAAATTGTAAACCTTTGTTTT 
3241 TCTAAAATAAAGTAATTGAAAACC 

(3) SEQ ID N0:2ftlt& 

(A)*k:-88^.i,« 
. (B)&£: 'f.*ft 





(xi)#?'J$i£: 


SEQ 


ID NO: 2: 


















1 Met 


Asn 


Asn Gly 


Val 


Leu 


Gin 


Glu 


Val 


Gly 


lie 


Phe 


Ala 


Phe 


Ser 


16 Phe 


Asn 


Cys Ser 


Glu 


Val 


Leu 


Phe 


He 


Thr 


Ser 


Lys 


He 


Arg 


Asn 


31 Ser 


Arg 


Ser Leu 


Leu 


Leu 


Gin 


Asn 


Leu 


Val 


Leu 


Arg 


Gin 


Tyr 


Leu 


46 Arg Thr 


Phe Gin 


Arg 


Asp 


Lys 


Val 


His 


Val 


Phe 


He 


Glu 


Tyr 


Pro 


61 Val 


His 


His lie 


He 


Ser 


Gly 


Asn 


Ser 


Phe 


Cys 


Phe 


He 


Met 


Cys 


76 He 


Asn 


He Phe 


Leu 


Ser 


Tyr 


Tyr 


Tyr 


Leu 


Lys 


Leu 


Val 







(4)SEQ ID N0:3ftit& 
(A)*&: 24#£ 

mm-. &* 
(cmii: <mi 

(D)####: m 

(xi)# ?'J$3£: SEQ ID NO: 3: 
GTATTAGAAAAGAAGAAAGATTGA 24 
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(5) SEQ ID N0:4ftftA 

(A) * A: 24*£ 

(B) JHM: ft* 

.(04ttk: JMt " ■ ' • . 

" 

(xi)#?>J#a£: SEQ ID NO: 4: 
GGTTTTCAATTACTTTATTTTAGA 24 

(6) SEQ ID NO: 5#J-f#& 

CA)*&: 33** 

<©*tt: JMt ' . 

'fttt 

(xi)#?'J#?£: SEQ ID NO : 5: 
CCCCATATGATGAATAATGGGGTCCTTCAGGAA 33 

(7) SEQ ID NO: 6 #41 A 
<i)**HME 

(A)-fc£: 33*H 
OOHS: &* . 

(C) «tt: 44$ 

(D) ##g#: *M£ 

mm 

(xi)jf SEQ ID NO : 6: 

CATGGATCCTTAAACAAGTTTCAGGTAATAGTA 33 

(8) SEQ ID NO: 7#<ff,§, 
(i)#?'J#fc 
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(B>kSl:* 
(D)##&#: 

(xi)# ?'J#i£: SEQ ID NO: 7: 
Met-Asn-Asn-Gly-Val-Leu-Gln-Glu-Val-Gly-Ile-Phe-Ala-Phe-Ser 15 

(9) SEQ ID NO: 8 ftft& 

(A) -fc£: 41#£ 

(B) HI^: &ft 
(0SH4: 

(xi)#?'J#3£: SEQ ID NO : 8: 
TGAATAATGGGGTCCTTCAGGAAGTTGGAATTTTTGCCTTC 41 

(10) SEQ ID NO: 9 ft ft 4 

(A) -fc£: 41#£ 

(B) H^ : 

(C) .lttt: 
<D)##g#: 

<U> **** 
(xi);??'J$i£: SEQ ID NO : 9: 
TGAATAATGGGGTCCTTCAGCAAGTTGGAATTTTTGCCTTC 41 



j 



(12) »W^«^ft*«a^f^*»HIR#* 



(19) t^^i^ *lilL*R 

m f* % 

(43)BB*&«H: 
2001^10j! 253(25.10.01) 




PGT 



(10) 

WO 01/79429 A3 



(51) HB*#2S^ 7 : C07K 14/435, C12N 15/12, A61K 38/17, 
A61P 35/00 



(21) BR* #»*: 

(22) BIS*iS0: 
(25) 

(26) &*fri§e: 
(30) 

00115102.9 



PCT/CN01/00388 
2001^3^23 0(23.03.01) 



2000^3^240(24.03.00) 



CN 



(71) ^A(mmmvmmm^m):±mmmm 

SI (SHANGHAI BIOWINDOW GENE 
DEVELOPMENT INC.) [CN/CN]; * B±iS ifrtlll 
4fc— » 1111 3 12 M, Shanghai 200092 (CN). 

(72) £WA;X 

(75) ^B^A/*i*A({X^^B):^^K(MAO.Yumin) 
[CN/CN]; «SJ(XIE,Yi) [CN/CN]; +B±i& ft +LL| 
jtZlffillll^ 3^#12M, Shanghai 200092 (CN)« 

(74) ttSA: ± ?8^*^f4»&tf (SHANGHAI HUA 
DONG PATENT AGENCY); t B±JS rPSPHSfr 
319^, Shanghai 200031 (CN)o 

(81) Jg^B(B^):AE,AG,AL,AM,AT,AU,AZ,BA, t * 
BB,BG,BR,BY,BZ,CA,CH,CO,CR,CU,CZ,DE, m\ ffl »**«.^*»Jt**<ff * » 
DK, DM,DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, PCT4S4l*f1ife**4"ft*Ai* ^ff ^fiS 



HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, 
MW, MX, MZ, NO, NZ, PL, PT, RO, RU, SD, SE, SG, 
SI, SK, SL, T J, TM, TR, TT, TZ, UA, UG, US, UZ, 
VN,YU,ZA,ZW 

(84) Jg£ B(Jft K): ARIPO^fil(GH, GM, KE, LS, MW, 
MZ, SD, SL, SZ, TZ, UG, ZW), ftM^^J(AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), &W\ ^ 91 (AT, BE, 

CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, 
MC, NL, PT V SE, TR), OAPI^J (BF, BJ, CF, CG, 

CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG) 

««fffl«4.17»^W: 

— **A«BI^**0*ft*«^«g^W(^»l 

— ««A«@l^*«H*ft5#««3fe*iSMtt* 
tt (fffl JS'j4.i7(iii))# f& H B ?h M#r B 

tt(*fflJBij4.17(iii))^tT?!im«B:IIB 

— «WA»*(*«4.17(lv))tt3[f3tB 



(88)BS«*»^»^B«: 



2002^1^30(03.01.02) 



= (54) Title: A NOVEL POLYPEPTIDE - HUMAN GUANINE NUCLEOTIDE EXCHANGE FACTOR 10AND THE 

= POLYNUCLEOTIDE ENCODING SAID POLYPEPTIDE 

U (54) %w%m -nmtozsk—A^mwzME? 10 ^m&n^ak^^m 

(57) Abstract: The invention disclosed a new kind of human guanine nucleotide exchange factor 10 and the polynucleotide 

= encoding said polypeptideand a process for producing the polypeptide by recombinant methods. It also disclosed the method of 

== applying the polypeptide for the treatment of various kinds of diseases, such as cancer, hemopathy, HTV infection, immune 

^= diseases and inflammation. The antagonist of the polypeptide and therapeutic use of the same is also disclosed In addition, it 

EE refers to the use of polynucleotide encoding said human guanine nucleotide exchange factor 10. 



m (57)m§? 

= *m>& dna fornix 
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